Parameters involved in the enhancement of monoclonal antibody targeting in vivo with recombinant interferon.
The effects of recombinant human leukocyte (clone A) interferon (rHu-IFN-alpha A) were investigated on the expression of monoclonal antibody (MAb)-defined tumor antigens expressed on human mammary and colon carcinomas. The rHu-IFN-alpha A treatment substantially increased the localization of radiolabeled MAb B6.2-F(ab')2 to the transplantable Clouser human mammary carcinoma, as well as to the moderately differentiated human colon xenograft WiDr, when grown as s.c. tumors in athymic mice. In contrast, human tumor cell lines (i.e., LS174T, A375, etc.) that were unresponsive to the antigen-augmenting ability of rHu-IFN-alpha A in vitro were also unresponsive in vivo, indicating a possible method of screening carcinoma cell populations for subsequent rHu-IFN-alpha A adjuvant therapy prior to MAb administration. The method of delivery of rHu-IFN-alpha A was also studied. The i.m. route resulted in a 3-4 h plasma half-life for rHu-IFN-alpha A. The administration of rHu-IFN-alpha A via an osmotic pump resulted in a stable circulating plasma titer of 400-800 antiviral units/ml for 7 days. Utilizing delivery of rHu-IFN-alpha A by the constant infusion route, it was found that the increase in localization of 125I-B6.2-F(ab')2 was dependent on (1) the length of time of treatment and (2) the circulating plasma rHu-IFN-alpha A levels. These results thus provide information useful for subsequent studies to determine the potential efficacy of adjuvant rHu-IFN-alpha A treatment for MAb-targeted tumor diagnosis and treatment.